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Amendments to the C laims 

Please cancel Claim 21 and amend Claims 3. C 7, 1 1-14 and 23 as follows: 

3. (Currently amended) A method in a computer system for analyzing an and 
displaying data on gene expression in a molecular topography, comprising: 

(a) generating a gene expression pro 11 lc of a plurality of gene-expression indicating 
pol vnuclcotidcs including for each of the polynucleotides: 

(i) a tlrst value for a first polynucleotide characteristic; comprising a 
< i '< 1 1 1 1 1 n ij tj ! d o 1 1 1 1 1 1 e r 

(li) a second value for a second polynucleotide-characteristie different from 
said first characteristic; c omprising a measure of size of the polynucleotide; and 

(in) a third value that is a measure of the quantity of the polynucleotide; 

(b) calculating for each polynucleotide from the first and second values a position, 
and from the third value a peak at that position in a multi-dimensional display space; and 

(c) displaying the peak for each polynucleotide at the calculated position for the 
polynucleotide in the display, the resulting display representing therein' a molecular topograph}' 
of gene expression; 

— w hcrem H i HhtMlret^4wai4emtk4^ (ii) the second 

clun-act e r istR-^-a-nHHisHH'e-o^h^e. 

(v ( ( '///7V///A ameiided) A method in a computer system tor analyzing an and 
displax mg data on gene expression in a molecular topography, comprising: 

(a) generating a gene expression profile of a plurality of gene-expression indicating 
polynucleotides.^ lie rein l]ie_poK n ucleotides are 3'-end fr ag ments of restriction c n/ vme 
cleaved e DNAs or fragm ents t her e of, the g e ne expression pro file including for each of the 
polynucleotides: 

(i) a first value for a first polynucleotide characteristic; compris ing a 

sequen ce i d e n t i_fi e r; 

til) a second value for a second polynucleotide-charactenstic different from 
said first characteristic, comprising a measure of size of the polynucleotide: and 

(in ) a third value that is a measure of the quantity of the polynucleotide: 
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(I^t calculating lor each pol \ nucleotide Ironi the first and second \alucs a position, 
and from the third \alue a peak at that position in a multi-dimensional display space: and 

(c) displacing the peak for each polynucleotide at the calculated position for the 
polynucleotide in the display, the resulting display representing thereby a molecular topograph}' 
of gene expression. 

whercm the p olym^kHHkte^afe^)^ thereof, a mi 

— -wlrerem tht^^kyHuefe otide s are 3' e nd fragniei H^-e^^tBe^ie ii e n/ym e cl e av e d 



7. (Currently amended) The method of claim 6, wherein the first characteristic is a 
sequence identifier, and the second characteristic is a measure of si/e of the fragment . 

N. {Original) The method of claim A wherein the sequence identifier is the 
combination of an anchor sequence of a cDNA synthesis primer and a restriction en/yme 
clea\ age reaction specificity. 

c f [Original] The method of claim S. wherein values of the first and second 
characteristics arc arranged, respectively, along first and second ordmates. the first and second 
ordinate* defining a plane, the values of the first and second characteristics for each 
pol vnuclcotide b\ their location on the Uv<\ and second ordinatcs define a position in the plane, 
and the peak for each polynucleotide is displayed at the position of the polynucleotide on the 
plane. 

in. (On^niid) The method of claim wherein the 3' end fragments are generated by 
Rl ADS. 

1 1. [Curreni!\ amended) A method in a computer system for displaying differences 
m gene expression, comprising: 

( 1 ) for each of uvtv-g^ne-e\ pr-e^st on p f-efiles a first gene expression profile and a 
se cond ucne expression profile to be compared, generating a molecular topograph}' according 
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to a method in a computer system tor analyzing an and displaying data on gene expression in a 

molecular topograph), comprising: 

(a ) generating a gene expression profile of a plurality of gene-expression 

indicating polynucleotides including for each of the polynucleotides: 

(i) a first yaltte for a first polynucleotide characteristic. 

(in a second \alue for a second polymicleotide-churactcnstic 

different from said llrst characteristic, and 

(in) a third yalue that is a measure of the quantity of the 
j, .... o i • 

P v 1 > I 1 LI ^ 1 ^ KJV 1 UV_ . 

(b) calculating for each polynucleotide from the first and second values a 
position in a two co-ordinate display space , and from the third value a peak at that 
position in a multi dim e n s ional display s pace ; and 

(c) displaying the peak for each polynucleotide at the calculated position for 
the polynucleotide in the display, the resulting display representing thereby a molecular 
topography of gene expression. 

(2) for each position m the two co-ordinate display space subtracting the measure of 
quantity in the llrst gene express ion profile from the measure of quantity in the second gene 
expression profile: 

(3) for each position, generating a peak for display from the difference: and 

i-Lt di<p!a\:r.g the respect;^ diff^i'eii^^ peak ai each of the positions m the two co- 
ordinate disjykix space. 

12. {Currently amended) A method in a computer system for displaying differences 
in gene expression, comprising: 

( 1 } for each o f two- gene e xpr es sion p rofiler a first gene expre ss ion profile and a 
secon d gene expression profile to be compared, generating a molecular topography according 
to a method, comprising: 

(a) generating a gene expression profile of a plurality of gene-expression indicating 
polynucleotides including for each of the polynucleotides: 

(i) a first value for a first polynucleotide characteristic: ; 




(in a second \aluc lor a second pol\ nucleotide-charactcristic 
different Iroin said first characteristic; ; and 

(in) a third value that is a measure of the quantity of the 
polynucleotide; 

(b) calculating for each polynucleotide from the first and second values a 
position in a tu o -co-ordmate display space , and from the third value calculating a 
peak at that position in a mult i di - m o nsional di s play s pace ; and 

(c) displaying the peak for each polynucleotide at the calculated position for 
the polynucleotide in the display, the resulting display i epi cleaning thereby a 
molecular topography of gene expression:; 

(2) for each position in the two co-ordinate display space subtracting the measure of 
quantity in the first ncnc express ion profile from the measure of quantity m the second gene 
expression profile; 

(3} for each position, generating a peak for display from the difference; and 
(4) displaying the respective difference peak at each of the positions in the two co- 
ordinate disp lay space, 

w herein differences are displayed only if they meet or exceed a threshold value. 

13. {Currently amended) A method in a computer system for comparing gene 
ex pi'e^sion . c< M7ip ri <! n k z' 

( 1 ) for each o f tu o gen t^f^frk^ a first uene expression profile and a second nene 
expression luojjje to be compared, generating a molecular topograph}' according to claim 4- J_L 

{2) for each position in the two co-ordinate di_s]rlay space subtracting a first measure 
of quantity in the first profile from a second measure of quantity in the second profile to 
generate respectne difference \ allies; 

(3 ) calculating from the respeelix e difference \ allies a measure of difference of the 
tu o profiles. 

14. ( C 'ttrrcntlv i/nicndd/) The method of claim 1 3. u herein the first profile is a 
standard reference profile and the second profile is a tl*? profile of a test sample. 




8 

Sen.:! \o DM 1 5s. l >>2 
R^:^:w < Actum o\ \ : _cb_ 2' "'3 

15. (Original) The method of claim 14. wherein comparison of the test sample profile 
with the standard reference profile is diagnostic of a condition or disease. 

1 (). { Original) The method of claim 1 X w herein the first profile is a profile of a 
reference sample and the second profile is a profile of a test sample. 

1 ~\ {Original) The method of claim 1 (>. w herein comparison of the profile of the test 
sample w ith the profile of the reference sample is diagnostic of a condition or disease. 

IS. (Original) The method of claim 13 w herein the difference value is set to zero 
when the difference between the first measure and the second measure is less than two-fold. 

19. (Original) The method of claim 13 wherein the first profile is identical to the 
second profile w hen all the respective first and second measures are identical. 

20. [Original) The method of claim 13 wherein the first profile is similar to the 
second profile when the average difference between the respective first and second measures is 
less than a predefined amount. 

31 i ( '.mtr j !a:h 

33. [Currently itniciulcd) A method in a computer system for displaying a series of 
in gene expression profiles in a molecular movie, comprising: 

( 1 ) generating a plurality of molecular topographies according to a method, 
comprising: 

(a) generating a gene expression profile of a plurality of gene-expression indicating 
polynucleotides including for each of the polynucleotides: 

(i) a first value tor a first polynucleotide characteristic^ comprising a 

s_eyj.ieiice_ i dent i tier. 

(n) a second \alue for a second polynucleotide-characteristic different from 
said tlrst characteristic. 7 comprising a measur e o f si/e of the polynucleotid e; and 




Scnai \o ' 1 5,V>> 



din a third \ alue that is a measure of the quantity of the polynueleotide; 

(b) calculating for each polynueleotide from the first and second values a position, 
and from the third value a peak at that position in a multi-dimensional display space; and 

(c) displaying the peak for each polynueleotide at the calculated position for the 
polvnucleotide in the display, the resulting display representing thereby a molecular 
topograph} of gene expression- ; and 

(2) displaying the molecular topographies in succession; ; 
w herein the molecular topographies are delta plots. 



